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(57) Abstract: It is found out that AT-264 represented 
by the following structural formula inhibits cell prolif- 
eration via a PepTl activity inhibitory effect. By dis- 
cussing whether or not AT-264 has a cell proliferation 
inhibitory effect on a human pancreatic cancer cell line 
AsPC-1, it is found out that AT-264 also inhibit the pro- 
liferation thereof. These findings indicate that the cell 
proliferation can be inhibited via the inhibition of the 
peptide transporter activity. It is expected that the in- 
hibition of the peptide transporter activity would be us- 
able as an important index in developing a proliferation 
inhibitor of cancer cells, etc. 
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mzmtz. 

^ZfJ-Y h7>X#-^-#*Jiai£ftT^S (J. Biol. Chen., 270(12) ;6456-6463 
, (1995) , Biochim.Biophys.Acta., 1235:461-466,(1995), Mol. Microbiol., Vo 
1.16, p825, (1995), ^^¥6-261761, 4#^¥11-172, US5849525& £) . ^ 

(Mol. Microbiol., Vol.16, p825, (1995)) . -#£&l*l<£ATP£{£ffl VXmM 
Z'fTO^'Jj-Y h^>7.#-37-teABC7 7^ U-fcHTSCAnmi. Rev. Cell. B 
iol., Vol8, p67, (1992)) 0 

3il£^££ftT^£(Ganapathy, Leibach., Curr. Biol. 3, 695-701, (199 
1), Nakashima et al., Biochem. Pharm. 33, 3345-3352, (1984), Friedman, A 
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midon., Pharm. Res., 6, 1043-1047, (1989), Okano et al., J. Biol. Chem, 
261, 14130-14134, (1986), Muranushi et al., Pharm. Res., 6, 308-312, (19 
89), Friedman, Amidon., J. Control. Rel., 13, 141-146, (1990)), 

PepTl, PepT2«-etl^tl75 7^70810, 729^£&5121hI 
WMMW.$>n>? MT*&% (J. Biol. Chem., 270(12) ;6456-6463, (1995), Biochim 
.Biophys.Acta. , 1235:461-466, (1995) , Terada, Inui, Tanpakusitsu Kakusa 
n Kouso., Vol.46, No5, (2001)) . 

PepTl££tfPepT2& Q-y 2 ? kfc±.m%^7>$T>t£E<DW i ®*W&t% 
£<h/^^£ftT^5(Saito, H. et al., J. Pharmacol. Exp. Ther., 275, 16 
31-1637, (1995), Saito, H. et al., Biochim. Biopys. Acta, 1280, 173-177, 

(1996), Terada, T. et al., J. Pharmacol. Exp. Ther., 281, 1415-1421 (19 
97)) 0 

PepTHiilC/hJiT^U, W§£, K«ifel^$tlTl^o PepT2«W 

si, ib. mm-v<D%mmm-znT^z>o pepTi, ?e^mt^m j pw^mm± 

JkMm<DMT&m\zm&LT^%Z.£J)m£ZnT^Z>(OgihMa, H. et al., B 
iochem. Biophys. Res. Commun. 220, 848-852, (1996), Takahashi, K. et al. 
, J. Pharmacol. Exp. Ther., 286, 1037-1042 (1998), Hong, S. et al., Am. 
J. Physiol. Renal. Physiol., 276, F658-F665 (1999), Terada, Inui, Tanpa 
kusitsu Kakusan Kouso., Vol.46, No5, (2001)). 

b hB^mWT*?emAmfam\zmm%.VX^%Z.t (Cancer Res., 5 
8, 519-525, (1998), &cfctfPepT2<Z)mRNA^t h^^T^LTV^ Z. t (M 
illennium World Congress of Pharmaceutical Sciences, (2000)) ^^^tl 

?epi\^xzs?em(Dmm^m^t^zt\z^y)mm^(Dmm\zBm^^x^ : ^ 
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ommmmmmmm *mm%z\t\z$>z> 0 

z^tzftm^feftLrcmm, mmzmj&mmzm\-?z>z.tz%mLtz. z. 
nt>o%\&\t. ^7?Fhy>z#'-?-<n%&$:m.m?z>z.t\z&K), mmm 

, K h 7 >Z#-^-©fitt©«HWttMKfe»* t»S ^>n^)o 

en (cettoinigmniiiifffj. 
i] - C3] (D^rnmzmmommmmmm. 

7SFS§&#Ta&5, (1) ~ C3] ©^fh^^lBic^iffllSiiJfiWJ^J, 
(1) 
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U R 3 tt»A- (CH : ) m-, **K : ?Sfctt«lftSnTViT'bJ;^ft»7;P 

7)\s*)l£k*. mttO-6<3!)aE«C&^-r. (CH 2 ) m-SB#tt HHEU:© 

#S££tkU R 5 ttS-C (=NR 6 ) NHj, S-NH-C ( = NR 6 ) NH,S 
fcttS- (CH 2 ) n — NHR 6 Cut'R, tt*^^^, <£»7;W+;US, * 
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^/l^=*-^g£^U nttO-2 0lEic^i-o Sfc- (CH 2 ) n-«(il 

mm. 

M*m&irz> 0 <DMmmmmm<r>%k$i t ta 5^7°^ k h 7 ^7#-* - 

«?&tf^f- Kh7^#-^-t*fe^ £ L^0>fiPepTl£fcttPepT2 
T'fe «3 , LV^ttPepTl-OfcSo 

PepTl*5j:^PepT2<D^gS^Jv 7 $ J ifeE?IJtt!!Efc*P kft-C^5 (fc hPepTl 
: GenBank XM_007063, J. Biol. Chem. , 270(12) ; 6456-6463, (1995), t hPepT2 : G 
enBank XM_002922 > Biochira. Biophys. Acta. , 1235; 461-466, (1995)) „ 

^iC^T'f K h 9 ^*jiK-*-IM#>«W\ ^7°?- K h 7 y7#-^-£ 

o ^7 , ^Kh7^^-^--*^tfclft^*:ia*i"'6<KJ«ibTtt, fllfctf, ^ 
7°^ K h 7 ^7^-^-{r^UT^7°^ K h 7 v*#-*-©*&i£8ltB£Pl* 
-T5^ff, ^7°^ K h7^7^-^-©HmSrWJ-rS^®^if/iS^tf 

(1) T*^$n^^#I (W097/19919#J80 tUtltW.fc'ZhZo 
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HR5S (1) 




L, R 3 ttSA- (CH 2 ) m-, 7K*® ; ?*fctt*«l$nT^T'b«kV^IR7^ 

'7)l*)V&&. mttO-6©SE»&^1". (CH,) n-»^ttlfl^±® 

&HS£^U R 5 ttS-C (=NR 6 ) NH 2 , 1-NH-C (=NR 6 ) NH 2 £ 
fcttS- (CH,) n— NHR 6 CZXR 6 1**^®^ M7J^JH, tK 
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-;M-*->g£^U n«0~2G)g^^^1-o (CH,) n-©»#«l 

-yatf;n, n-7?)vm. i-7^;us, s-y^S, t-y^;p*W 

^Ki^©7M;W^yl§I*b< WAtf* h + S'S* xh^yg, n-7" 
yl, t-yh+yl^lfbns. 

75/fiM*£tt» -«5S (i) ©£j*i§gfc:*3V>T, ri **»^-rs7sy 

o C©«fc5fc73 7««S£bTtt, 7-fe^S, 

t-^h*->*jp#-;us» 7*u<om, ^yvivm. vi/)vmmft 

om\ mm^nx^xh^umr^jvm, wmznx^xh&^ 
7->;pg, MK&w&znx^xb&^&mrfrn^i/Xfrts-frmhLKfem 
isnx^Tfei^i/wy^y^i^s, «»$nTv>Tt>«fcv>7 
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, p- h;px>x;p*x;i/73/ak ^^tji^x^^/s. 

\Z)V7^;&t£Etfmi £>n, $?£L<te*^;P7i=/g, x^;P75/s, 7 
-fe3Mk7^yg, p- h;i/x>x;^xji/7ays, ^>x;u*x;P7^/S 

w&znx^xh&^&m7 )v*)vmtu, g&stbT, ADy>if, tk 
m&znx^xb&^7Si;m. m^nx^xhx^7^ 
)im. m^m^nx^xh<k^m7)vn^^ti)vt^)vm^v<\tm^ 
nx^xb&^&Wi7)i*)i7$;t})i'#-)i^ xhPg, ^7;m. mm* 

xb£<. ztcffi&znx^xh^mmmm. wmznx^xib^tuix* 
w&2nx^xh£^&Wi7)izi*i/^ m^nx^x^^y^o 
7fr*)vm. m&znx^xb&^i'!7U7)v*)i>**i<'M, w&znx^xb 
ck^7U-;^+vSv m&2nx^x%&^&m7)i*>\<3 L *m, w&znx 
^xb&<> ztzmstsnx^xb^mmm**^ wmsnx^x*^ 
i y^u7)v^-)v^m, wmznx^xh&<, £frm£znx^xh&^mm 

^&m7)i*)m*ni*L, mmx, 2- (vuvisy-i-^frtDitf-fr) 
x^;i/S, 3-7xx;i/-2- (if □ u ?y- 1 -n-^p 

fcf^g, 3, 3, -y7x^l/-n-yDHJH, 2, 2-^71^X^8 
, 2-^^P^+v;i/^xX^S^#tf?>n, 0?£b<te3-7xXJl/- 
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2- (fcfDUS»-l— OltDVtf-M -n-7u¥)Vm, 3, 3-y7x- 

7x-;i/S> hjjps. ^-7^;ps, ^^u;us> k'7x-;n, 7>bu;pg 

iiij^±(Dffim$nT^Tt)ct^ra7;i/+;i/S, am£nT^Tt>cU>ra7 

, - has, ->7;i, gm^nT^Tfecki^u-ji/S, g^^nr^Tfcck 
Vi7u-;P7;WPS> m^nx^xh^r^-)^^^, w&znx^ 
xb&^*)v*s~)im, mwk^nx^xh^t!^t^"y)vm, w&znx^x 
b&^i&mr )v*)i>*)v*-)im* m&2nx^x*£.^&mT)v*)vz)v*~ 

yi, w&2nx^x*&^7V-)i?*m, w&2nx^xb£^isV)ig, 
mm-&nx^xb&<, ^tzm^^nx^xh^mmm-t^^ wmznx 
^x*&<, ^rc^^nx^xh^mmm^-t&mxm^nx^xh^ 

j^^yJl/7x-;H, 2-7xW7x-J|/S. 2, 3-^h + ">7x- 
Jl/g, 2-^^;i/-4-7^7 7x-JH, 7x;+y7i^M, 3-7x* 
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^7x^;US, 5-y7;t7fM, 4-7$/-l-t7^S, 6-b 

, 2-xh^>/7x^;ps, 2-^>v;i/7xzi;i/S> 3 -7"nt- 1 —Tvj- 

tfe>tt, KfSL<(i2-7x^7i-JH, 6-hHP^>-l-t7^ 
£. 3-7nt- l-^-7^;PS> 2, 3-7^h+y7xzMWf^n 
So g&SnT^T&J^v^PT^^I/gite* j^i:3~7, #3;L<te 

o c0ct3WJ^bT«, e/7pyptf^s, ^dt^s. ^o^>fji/ 

+v;PS, 2-7 5/y^D^>^H. 2-*^+yy^D^>f^ 2 

(DAxPM^^WUT^xfecf;^, 3 ~ 7M^cD&ft£fcte;F&fn<z)}im^£ 
Jci*U $^>{C3-7ASOflil^^> y^D7;WWli£(± 

yijy>l, 7if^v>m. KD-;WI, tTPU>Sjt HP'Jv>^ <>h*- 
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h'J7y>i, fh^^-m rh7y>l, >St ^1t>5 1 

7yjy>i, 1>*J9-7'/-)m* <Vf7V-m f7y>i, 
7V*-;PSjt ttViSTiSym. ?7?7*/-)Vm* ?7i?7i»m* V^7V 

£LTfct ^JA«N-7-k5 1 ;nf^7> ? >m, n- p- h^x>x;wft-;nf * 

IR^t LT 1 ffl&±©3S*IR^ Mfe&K^fcKH rt-tflSH 1 *^* LTV>3 3 ~ 
7 M5S0fiafPSfctt^Ffi&fn0«^ll!&3Si* U £ b tC 3 ~ 7 fi^0fi!l©^#8& 

tt*3R, y ^ □ 7;^jh^ i iw±i^ it^t J: m±<D&mm=f-\zu 
tew&momt. mm<»7V-)vm<Dwm&tmm<Dh<D&mf£>nz>o z<dx 

>yft7x>i 4 >?tHo^>y?t7i>i, ^>'/7 7>3ii» -fvov* 

7^>^, £DT>^, ?0*>S, y^>y7 7>S, -ry^OT>^ 7i 
y^^>m, +^>^>ii, 5=-7>Xl/>^ ^>y*5***lJ->SL ^>y*$> 

bft& 0 
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TDn;i/S, x^>x;i/g, ^>7-r;PS, hm->j;ia +yh-i)i& 

h^7'y)vmt\t. wmmtvT&m7)\'*)i&. *<Dmmz&&m7)i*)i>& 

xh^mk7)^)vti)v^)^ wmnx^xb&^&m7)\s*)V7 ^ j 
mm^tix^xh^i&m7)v^)v^^zy^)i^^)m, 7$; 

o m«» ;* h^x^tfxJUS, Xb^r'ytl)Vt^)im. n-7*Q#*isj])[, 

n^>o 

n v#;i/#xjl/:t*'>g> i -yD7H^v'^;i/^n;i/^-^'>S> n- 
^b + ^>il/^-;i/^+S/S^ i-yh+y*M-M+yS, s-^h+y 
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(7)7K^S^g^b^S^*;i/^r;^+^S (COO) 7WS££b£g£*U #J 
2, 3-^kKD+j/^ptr;p*;p^;u^*>ai#o7;w^^© 

So 

x^;ux;i/*~;i^ n - t°d tf ^tji^x^s, i - 7°p e;i/X 
g^Itefcu #utf7xx;p;ui/*x;i/g, ^-7^x;i/^-;i/g^$f^bVi 

Tt> e fc^(£^7;wp^->g(c7;;i/^x;i/S^'&L,^^ic'*b, mfcf* 
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xb&^z/2u7)i*)im\zz)i*=.)imtf&&Lfcmx\ mxii^^o^^ 

wmnx^xb£<. £tzm£znx^xh<k^mmm*)i*~)\<mtte, 
mm2nx^x*&\,mmmmzz)i*-)imrf&&i'tc&*M*is. mx\Z4 

mtvxmtf ^n&o 

7)\s*)iz)i*~)vm, m&ztix^xb£^z/>7U7)i'*)\'Z)i<*~)vg:. m 
&-$nx^xh&^i'>7u7)v*)i-t*>'Z)\'*~)vm, g&snwcfcj;^ 
7^yx)^=.)vm. mmznx^xh£<, m^nx^x^^mmmxju 
w&2nx^x^£^i&i&7)in*is7>)i*~)\'&&%wtw&2n 

t>tlZ>o £tc&M7)Vn*i/7)\'*)l£<D7)lU*i'm&rz\Z7)l*)Vm<Dffitt 
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fi&3ttfcg£jf<*U m.tfkFP*'>*^H'£, 

3-kHP**>-n-yatr;US, 2, 3-S?kh*P 

7;M^£tf»£bfcS£®fcu t-^i^s/^^s, 75/* 
2-7$/~x3Mug, ^>^;i/7^y^^;us, ^^;u7^y^^;ws 
> 2-^^;P75/x^a^*^we»ns. *fc, M7^/7;wn®7 

Hfii27;p^;i/ST^Lfeg^Si^#^STgM$nT^T 

;w3i©7;mr;w»o»^tt, mB7)v^)mxmLrzm^mtmmt^xn^ 

w&*)wt=-)\'7$s7fr*F)imtfc* ®m<Dwmznx^x*&^7i')v& 
\zmtt&W75.; 7)v*)i<Mtfm&btzmzM<*v, mz.\*7tt)V7$.j*? 
)vm. t-^;^*s/*;p#-;P75y/^;uat, i^Mxji/js;^ 
7-fe5 1 ;u7$yx^;ps, ^>^;i/#^>#;i/#x;u7S/x^;i/S^ 

;PS©85^tt, MB7;i/+;i/ST^bfeg^Si|pim^ST^$tiT^TfeJ: 
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m&znx^xb&^i't7U7)\'*)ittmtfo* mu<Dm&2nx^xh& 

^ *st> p 7 JWPSK^Sa^ L , #J A «-> * p 7 a tf;i^* 

$nTv^Tt)j;<> tt®&2nx^xb&^mmmmz?*m&%i&Ltzmz 

-W^tf4- + /U;U^S, 8-fh7k Hp*/ V)V?*&mimvf 

6>ft£o 

ii^tlT^TfecktUj^Vt^^ltH ffigBOB&Sft'WT&.fcV* 
B&2ftTV>Tt><fcV>~># DTJ^^t+v'ItH fiif2(D§&£ft 

«fc^v^P7;wi/S(c^^s*^bfcST, «^tf^D^Ptr;p^>/ 

S, y^D^>5 1 M+yi, 4-75/ ^P^+^tf^S^a^tffcft 
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(CH 2 ) m-gB#£J;tf- (CH 2 ) n-^Tg^$tlT^Tt)J:Ug 

mvmzmmteti<, ^v^fow, yvbtKfc, ty», 
$sn£fc&»iM&£ffl#©»ite^ >i#© 

/^aD!^H*ffl^}i (W098/46777fc£) SfcipDTfTS £ 
. /Vf K-VOfftKWu fctz.&, SKfO^O^ (Kohler. G. and 
Milstein, C, Methods Enzymol. Cl 980 73: 3-46 ) mzWCTftS ZttfT! 
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WX\Z, Carl, A. K. Borrebaeck, James, W 
. Larrick, THERAPEUTIC MONOCLONAL ANTIBODIES, Published in the United Ki 
ngdom by MACMILLAN PUBLISHERS LTD, 1990#$O . A-f^U H~ 

« (mm *3-H-rswfAtjusL^ nn*»S"<**-^»»fctj. 

, St#©V{g«&3- KTSDNAfc* ffi#cm«©DNA££tfB£^*-^&#fc 

KBfe&Lfc3tfc?&!fc*Sffi#» (Chimeric) ta#, k r-SKb ( 

Humanized ) ffi#fc££&/BT#5o nn6®3fe^fii#tt, &»©#fc£fflV>T 

0, T£*ffi#0nJgflg«£:3-- K1"5DNA£k htt#©^««&3 - HT*D 

thMikffimt, Mtft (reshaped) k htiifcthfotStl* khMM 
&££«T£;*ffi#©ffltttefc;££« (CDR; complementarity determining 
region) *k htt#©ffi*lttft«««^*Ufc'b©T*0, 
fifttA^ta^nxi^. VtfXiattcDCDRik hirE#<Z>7 

(framework region ; FR) S^StC^frbfcDNASB^J 
*S8gBK:*- A- 7 y 3aB#£*rr *«fc 5 Kftsfil/fcRffl®* U =f * * 
l/^Hjo^PCR^JwckO^-TS. #6nfcDNA*khtt#««0**3- H-T 
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-t*5 o*#£ns (BfcW4##ajH&M#*EP 239400 , HisttfftHBftn 

#*|W0 96/02576#$O . CDRfcft UTglSStlS k h!a#0FRtt, 

7U-A7~£^tic<E>7^/&£^&l/Tt>ck^ (Sato, K.et al., Cancer Res 
. (1993) 53, 851-856) . 

(#&¥l-59878#HB) . k hiattiafci^^T© 

M©kh^^#-rsci^T#S (BRftttmK&WSW 93/12227, WO 
92/03918, WO 94/02602, W0 94/25585, W0 96/34096, W0 96/33735#fl8) . $ £> 
kh$t#7'f:/7U-£fflV>T, A>->^fcK«kDkhffi#£Efc"r*8 
*t>»6tlW*. khtt#©pl*««*-*«ltt# (scFv) tU7 

s^jWR-rs iiJR$nfc7 7-> j oa^^*fTn^, mmiz 

W0 92/01047, WO 92/20791, W0 93/06213, W0 93/11236, W0 93/19172, W0 95/0 
1438, W0 95/15388fc##fc-r*££#T?#£. 

MtbTH (1) m%mmm, m%.\*> CHO, COS, SID--?, BHK (baby 
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hamster kidney ) , HeLa, Vero, (2) fllAfef, 77V%y*tix. 

Mmmm. $s^«(3) m^ns, wx&* sf9, sf2i, Tn^atm^nx^ 

5, m^mmtVXU, -3r^7t (Nicotiana) H, ^faf^Tt' 
?A*#A (Nicotiana tabacum) S&<DiM#»S>nT:fcO, cn**^** 
TttfcJM;K ftM*fflJ&£bT&, mm, M%.&, U^D^-feT, (Saccharomyce 
s ) fflz.lfU'yjJU^.-tZ ' -fel/k^>X (Saccharomyces serevisiae) , & 
TX^M^X (Aspergillus ) M^7X^X^)VX • - 
#- (Aspergillus niger ) &£#»&ttTH*. II1£3te£<£ffiT IB 
«*IBia*fflVi5M4^**»*. ilttittli *JIffi (E. coli ) v ttm® 

^^tixv^o ^ne»©«Biac B^t-r^m^m^^mmmz^mx 

©«H»«n?*oTfe«kVi. Wfctf, ffi&OBJrItiLTW:, Fab, F(ab' )2, Fv, 
*fc^»SU<ttL«lCDFv*M^^U>*-T»«$1*fc^>^;^x-f >Fv(s 
cFv)#W<b>n<3. Jl&tttCte, »t#S»*, «Atf/W>, ^>>&£T 

Co, M. S. et al., J. Immunol. (1994) 152, 2968-2976, Better, M. & H 
orwitz, A. H. Methods in Enzymology (1989) 178, 476-496, Academic Press, 
Inc., Plueckthun, A. & Skerra, A. Methods in Enzymology (1989) 178, 47 
6-496, Academic Press, Inc., Lamoyi, E. , Methods in Enzymology (1989) 1 
21, 663-669, Bird, R. E. et al., TIBTECH (1991) 9, 132-137#BB) 0 scFvte 

, mwmmm®timmi&t&mffc?zz\t\z&r>'&t,n2>o £©scfvc*$v> 
x, mmmtimmmt: u>#~, ft£v<\t^7?Fv>ti-zftisxm 

^£n3(Huston, J. S. et al., Proc. Natl. Acad. Sci. U.S. A (1988) 85, 5 
879-5883)« scFv»C^^*H«V««*«fcm0V«««, *WmW\Zfofc£ 
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-tvxte, mz&\2-\m&frbte%&M<D-*m^zf?\*i!)m^t>n2>o scf 
ktsdna, &£zsz<Dmm*&*m, imtm^ti^>xo\zm^t^y^ 

^Z>Z\t\Z&Q, nmz'&?Tsc¥vZ'&Z>Z.ttfT£Z>. Z\tl ^CDtfiftlSfrJtfcJU 

mztmmzLTmfc^zw&v%nz&. m&zxvmtkz^zzttfxtz 
o fcfonmffiwtvT. ^uifi/>^U3-ji/ (peg) mo^m^t^v 

W£{m*M-$z\t\z&-DTnz>z.ttf-T:%z>o $ifc<Dmffiijmzz.<Dft 
m\z^x-rx'\zmiL^nx^^o *%w\z&nz> iz^n^otni^h 

wm<D&?\zmi, m±^nrztnmt, m^(D^>/^n<Dmmxmm^nx 

(Antibodies A Laboratory Manual. Ed Harlow, David Lane, Cold Spr 
ing Harbor Laboratory, 1 988) 0 

ia#(DJaJiC^D?2r14 (Antibodies A Laboratory Manual. Ed Harlow, David La 
ne, Cold Spring Harbor Laboratory, \m)<Dmfe\Zte / £%\(D^&$:tiim'?Z> Z\ 

ttfxzzo el isa mm®it>fiL&mfcmm . eia mm^m\^ 
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^IX^^D-yTOm EL ISA , EIA 

tm&m , ria , «3tft«ft, m7?x : e:>£mm&* 

C t # «fc 19 *ij Kfr -T S £ £ ^ T £ 3 o 
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Htt, |f?Sl< te^T^ H h V >X#-^-©DNASfcttiRNA*0»iK-r 

, ^^*^^^-h^x^;i/^z*^-h^oj;^fj:M7;^;^x*^ 

#^©*te^m$»j&> fin, *iiiP^©^i*ni?fcpj^Tsa^ $f 
z>o &$mtLTi<t, mx\t. -@tco#fltsikg&fcoo.oooiiig^6ioooBg© 

USHTfa^Jlt^Bim?**. fll&fcf* S#*fc0O.OOlMOOOOOn«/ 

Mit'tiCtifi'V^ Remington's Pharmaceutical Science, latest e 

dition, Mark Publishing Company, Easton, U.S.A) , mM&}\Z&®Z?LZ>Ufa 
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m 1 tt, Caco-2ttl343^6AT-264<DPepTlS^^^T0T'^^>o 

0 2tt, AT-264<Dfc H#l!i^AsPC-l(C*fr^mmm«I^^S:^T0T^ 

S. x-^«¥i^±S.D. (n=3-4) T'^bfeo 
03 te, BaF3/PepT2K£tt£AT-264<DPepT2M^£*1'0T&5. x-^tt 

¥^±S.D. (n=3-4) T^Lfco 

04 AT-264©t: bmmmmxK-Mztt?%Mmmmmm%z*tmT*$> 

ho x~*te¥^±S.D. (n=6) T^bfeo 

1 ] AT-264©PepTlfiH£ffi Wffl 
AT-264ttTE«jfi^T^$n«*jt*Wl/T^S. 

(PepT) ©8a^»j'e*5;:iS£iiT©^»t<kO«lSbfco 

HN^NH 2 
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M-2M<D?evmmmt>*\ihi&mmmmft (caco-2^) x^mvtzo 

[ ,4 C] ^ 'J yMJW v £ IC 50 «1 00 

^MT&ofc (01) o Caco-2^BS-r«PepT10^^UT*5O, AT-264tePepT 

[§i|«J 2 ] AT-264<7)t: hj^E^AsPC-l Kft T&iifflJ5&m#PMft^ 
AT-264£RPMI1640-10mM Hepes (£TF. ig^BSi") , 0. b% X*/-;Ia 0.5* 

T0.625^e>mi0.0625mM AT-264j&&£IHi3 Lfco 

k hli?ll^AsPC-1^50a5FBS*^tf^T5X10 4 m/niL{Cp|5!tfc, 
•/§i££40ML/well (2X10 3 «) TfCollagen type 13- hgr#-<£>96wel 17 
hH^$, 160MLCDAT-264j«£^jDL£:o C0 2 -f >+a-^-^-T6BTO#t 
(^20^{ClOOunits/mL^r.S>'J>, 0. lmg/mLX h h^-f v>«r^P) , 
%mSBmz. ±MM&*mS assayT^fiftLfco 

0 2KM^i»^£^fco 2mM AT-264#ftTT$J30*, 0.5mMt?fe^ 

T«^^>^«Ji?iWJ^J^*e>nfco m^TT^m^K&^T. aspc-kd^ 
mmw*M-2wft&TTb%ibnufr?fro %tz, rt-pcro&sh^ aspc-it 

«PepTKD^*tPepT2Hit^T^TfeofCo &Lk£0, AT-264(;icfc 
}flJM«, ##^«#<4T«^<PepTl(Dm^lS^^ c fcSi^x.^nfeo 
3 ] AT-264<Z)PepT2EHffl Wffl 
TC7X#M**lffl«BaF3^bhPepT2^5^J^^$-&/!:lffl^ (OT> BaF3/Pe 
pT2<hB§-r) £ffl(^T, AT-264<2PepT2PI#^£&Ml/fco ^<D^. $&H4S 

3) „ ^±J:0, AT-264HPepT10^e>T, PepT2tf)«g^£IS^T5 d ttfW <~> 

imMM4] AT-264(Dt h&mffiMzK-mtttZMMmmWmfcm 
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AT-264 £RPMI1 640-1 OmM Hepes, lOOuni ts/mL^-vU >. 0. lmg/mLX h V? Y 
(J^T, %MtM?) , 0.5* X^y-;k 0.5* DMS0T$fl?U 2.5mM 
AT-264^^^LfCo jfcfc, ^(D«^mT^bT0. 625& £#£0. 0625m 
M AT-264i&$£lE£3Ufco 

BxPC-3 £50*FBS £<£tf igiST'5 X 1 0 4 «/mLlCll§2 L£ 0 ^ (OM^$r40 /x L/w 
ell (2X10W) TCollagen type I □ - h^©96weliyi/- Mc3|#> 160 
/iL(DAT-264$$£»]Ufc. CO 2 O+i^-^~T6 0r B 1^b, lg#6B&K: 
£ii»&£MTS assayT-£gfcLfc, 

m4\zmmmmU.®fe%:**lsr£o 2mM AT-264#£TT&J75*, 0.5mMT&£}20 

^AT-264#^ETTt)^^n^^o^c £tz, RT-PCR^Hfr^ BxPC-3T«PepT 
2(D%mtf?es>TUZ}k'<Tm%T*&z>tZo £Lh<fc 0, AT-264 ^ck^)^Mmffil^J« 

*mw\z£v^ ^??\ih ; 7>ztf-?-<Dm&$:mmirz>z\t\z£K>, mm 
mmzmmtz z. ttfvjmr&z z. t^m^ntco z,n\z& k> k h ^ > 

ttf*wzw&znz>o 
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§t#tf)f8ffi 

5. ^^Hh7>x^-^-PMtiM^TfB-^ (i) -e^nsTJi/? 
(i) 
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U R 3 HIA- (CH 2 ) m-, 7K*m^*fctte»^nT^Tt>J:^«SR7;P 

7;MMPS£> mttO~6 0fi&£jK'f. £fc- (CH,) n-fiMHilfflEU:© 

fc«££*U R 5 teS-C (=NR 6 ) NH,, 1-NH-C (=NR 6 ) NH 2 £ 
fcttg- (CH,) n-NHR 6 £, Z.ZT*R 6 «tK^M^F> i£^7^+;US> 7k 
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-^^Sfc^U nttO-2©S»&*-r. £tc- (CHj) n-<Z>gfl#«:l 
Mo 
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